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Introduction

42
Proteins exhibit conformational selection that can drug discovery. [3] [4] [5] [6] As a result, PPIs have gained 58 more traction as targets for therapeutics.
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Until recently, the most successful mediators of 
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To validate this approach, we previously demon- of conformers from the active dimeric state.
154
In this study, we answer two key questions.
155
(1) How does a small molecule alter the conforma- to assign the resonance peaks, we performed Ile-to-
225
Val mutations on the M197D and Δ196 constructs.
226
As with the truncations, both 13 construct with lower affinity (K d,app = 13.0 ± 2.0 μM). 2.0-Å-resolution X-ray diffraction data set (Table 1   324 and Table S1 ). Notably, no crystals were observed 325 for the apo Δ196 under similar reservoir conditions. (Table S2) . individual B-factors are listed in Table 1 and Table   412 S3. In addition, each of the DD2 molecules exhibits (Table S4) (Fig. 6a) . This suggests that the DD2 "side (Fig. 5 and Fig. S5) . Notably, the 436 DD2-A and DD2-B side chains occupy the same 437 conformational space (Fig. 6) . In this case, the Table S5 .
444
Further examination of the DD2 conformations 445 may also explain the structure-activity relationships 446 in the helical mimetic library used in the initial (Table S4) . The active site of 2PBK represents an apo state of KSHV Pr. The catalytic triad (H46, H134, and S114, cyan) and the conserved oxyanion-holestabilizing arginine residues (R142 and R143, red) are displayed as sticks. Also highlighted are the positions of β-strand 1 and α-helix 0 (yellow), the β1-α0 loop (dark green), and the β6-β7 loop (orange). Residues 197-230 are omitted for clarity. (c and d) The conformation of the apo-state active-site residues displays clear differences relative to the Δ196-DD2 complex (3NJQ). The Arg142 and Arg143 side chains (red) adopt a closed conformation in the apo state but an open conformation while in complex with DD2. In the DD2-bound state, the β1-α0 loop (dark green) occludes the catalytic triad (cyan) and disrupts the substrate binding pocket (see also Movie S3). the structure of the oxyanion hole. 25 In (Fig. 9a) results are explained by poor solubility and cell 661 permeability of DD2 (Table S7) (Table S8) Mathworks, Inc.). 
